( 



PATENT COOPERATION TREATY 



From the 

INTERNATIONAL SEARCHING AUTHORITY 



To: 

PETER F. CORLESS 
EDWARDS & ANGELL, LLP 
P.O. BOX 55874 
BOSTON, MA 02205 



PCT 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule 43bis. 1) 



Applicant's or agent* s file reference 
61506-PCT 



Date of mailing 
(day/m onth/year) 



i JUL zooa 



FOR FURTHER ACTION 

See paragraph 2 below 



International application No. 
PCT/US04/20535 



International filing date (day/month/year) 
24 June 2004 (24.06.2004) 



Priority date (dayAnonth/year) 
24 June 2003 (24.06.2003) 



International Patent Classification (IPC) or both national classification and IPC 
IPCTO: C12Q 1/68; C07H 21/02, 21/04 and US CL: 435/6; 5 3g 23.1 and 24.3 



Applicant 
JOHNS HOPKINS UNIVERSITY 



1. This opinion contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 436k.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 
Certain observations on the international application 

2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will be considered to be a written or^onofthe 
fnternaWl Preliminary Examining Authority ("EPEA") except that this does not apply where the applicant « 
AmS^er^Xs one to belie IPEA and the chosen IPEA has notified the International Bureau under Rule 66Abis(b) 
that written opinions of mis International Searching Authority will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the ^^'^^^^l^ 
IPETa written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing 
of Form PCT/ISA/220 or before the expiration of 22 months from the priority date, whichever expires later. 
For further options, see Form PCT/ISA/220 . 
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3. For further details, see notes to Form PCT/ISA/220. 
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INTERNATIONAL SEARCHING AUTHORITY 


International application No. 

PCT/US04/2053S ^ . 


Box No. I Basis of this opinion 


1 . With regard to the language, this opinion has been established on the basis of the international application in the language in which it 
was filed, unless otherwise indicated under this item. 

□ This opinion has been established on the basis of a translation from the original language into the foUowbg language 1, 

which is the language of a translation furnished for the purposes of international search (under Rules 12.3 and 23.1(b)). 


2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, this opinion has been established on the basis of: 


a. * type of material 




I | a sequence listing 




[X] table(s) related to the sequence listing 




b. . format of material 




1 I in written format 




|^ in computer readable form 




c. time of filing/ furnishing 




| | contained in international application as filed. 




1 n filed together with the international application in computer readable form. 


E<] finished subsequently to this Authority for the purposes of search. 


3 □ In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been filed 
or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 


4. Additional comments: 

I 


N 
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Box No. HI Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), or to be 
industrially applicable have not been examined in respect of: . 

1 1 the entire international application 



claims Nos. 9-14 and 17 
because: 



[' | the said international application, or the said claimNos. relate to the following subject matter which does not require 

an international preliminary examination (specify): 



the description, claims or drawings (indicate particular elements below) or said claims Nos. 9-14 and 17 are so unclear that no 
meaningful opinion could be formed (specify): 

Claim(s) 9-14 and 17 is/are objected to under PCT Rule 66.2(a)(v) as lacking clarity under PCT Article 6 
because these claim are indefinite in that they are improper multiple dependent claims. 



j ] the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion could be 

formed. 

LJ no international search report has been established for said claims Nos. 

EX] the nucleotide and/or amino acid sequence listing does not comply with the standard provided for in Annex C of the 
Admiriistrative Instructions in that: 

the written form D*\l has not been furnished 

I | does not comply with the standard 
the computer readable form I 1 has not been furnished 

I 1 does not comply with the standard 

| | the tables related to the nucleotide and/or amino acid sequence listing, if in computer readable form only, do not comply with 
the technical requirements provided for in Annex C-bis of the Administrative Instructions. 

j | See Supplemental Box for further details. 
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Box No, V Reasoned statement under Rule 43 frfcl(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) Claims 15-16 YES 

Claims 1-8 and 18-23 NO 

Inventive step (IS) Claims NONE. _YES 

Claims 1-8, 15-16, and 18-23 NO 

.Industrial applicability (IA) Claims l-8J5-16and 18-23 YES 

Claims NONE : NO 



2. Citations and explanations: 

1 . Claim (s) 1 -3, 5-6 lack novelty under PCT Article 33(2) as being anticipated by Herman et al. 
[US 5,786.146 (1998)]. 

Herman et al. teach a method for diagnosing cancer which comprises the detection of a variant of a 
SPARC nucleic acid molecule in a sample from a subject. Please note that any nucleic acid molecule can be said to be a 
variant of another nucleic acid molecule without more definition as to the metes and bounds of this terminology. Also, as 
regards the phrasing in Claims 5-8 which reads "wherein a methylated SPARC nucleic add molecule comprises a 
sequence corresponding to SEQ ID No. 1 or comprises a sequence having at least about X%" , any nucleic acid molecule 
can be said to comprise a sequence which corresponds to another nucleic acid molecule without more definition as to the 
metes and bounds of this terminology. A "sequence" can be as small as two nucleotides in length. 

2. Claim (s) 1 -8 lack novelty under PCT Article 33(2) as being anticipated by Goggins et al. 
[WO 02/068694(2002)]. 

Goggins et al. teach a method for diagnosing pancreatic cancer which comprises the detection of a 
variant of a SPARC nucleic aqid molecule in a sample from a subject Please note that any nucleic acid molecule can be 
said to be a variant of another nucleic acid molecule without more definition as to the metes and bounds of this terminology. 
Also, as regards the phrasing in Claims 5-8 which reads "wherein a methylated SPARC nucleic acid molecule comprises a 
sequence corresponding to SEQ ID No. 1 or comprises a sequence having at least about X%" , any nucleic acid molecule 
can be said to comprise a sequence which corresponds to another nucleic acid molecule without a definition as to the 
metes and bounds of this terminology. Finally, note that a "sequence" can be as small as two nucleotides in length. 



3. Claim(s) 1 5-1 6 lack novelty under PCT Article 33(2) as being anticipated by Kimchi 
[US 6,255,293(2001)]. 

Kimchi teach treating a patient with cancer with a therapeutically effective amount od a demethylating 
agent. One of the possible demethylating agent, taught by Kimchi is 5-aza-cytkJine. Please note that without more a phrase 
a methylated SPARC molecule reads on anty other gene. While the claims are interpreted in light of the specification, 
limitations from the specification are not read into the claims. 

4. Claim(s) 1-8 and 15-16 and 18-23 meet the criteria set out in PCT Article 33(4), and thus have industrial 
applicability because the subject matter claimed can be made or used in industry. 
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NOTES TO FORM PCT/IS A/220 (continued) 

(i) the claim is unchanged: 

(ii) the claim is cancelled- 

(iii) the claim is new. 

,iv) the claim replaces one or more cla.ms as nled; 
IV) the claim is the result of the division ofacla.m as filed. 
The lowing exLp.es iHustrate the manner in which ame-Wnts must he exp.a.ned ,„ the aceo.pany.ng 

r'fWhere ong^y .here -f^^^S^e. 
ctaS 33^d kSdtS* newc.ain.s49 .0 51 added." 

Where origin** there were ,5 c.ai- and after amendment of all c.a.ms .here are I .]- 

., srx^r r^TL'ri-— — > — - — - - 

adding new claims]: cancelled; new claims 15, 16 and 17 added" or 

"Claims 1 to 6 and 14 unchanged; *^ 7 £^p^ ; all other claims unchanged." 
"Claims 7 to 13 cancelled; new claims 15. IO ana i 

4 [Where various kinds of amendments are made]: 14, 15 and 16 replaced by amended 

"Claims 1-10 unchanged; claims new claims 20 and 21 added." 

claim 14; daicn 1 7 subdivided into amended claims 1-. io *nu 

ThTl'eme!;; wri, he pub.ished with the intentional appfication and the amendec , Cairns. 
It mus , be in the fctnguage in which the international application .s u ' » 
U mus, be brief, not exceeding 500 words if in English or ,f 

aggSSS* 

Consequence if a demand *r internatinna. preiiminary examination nas a.readyl been filed 

„ a , me time of filing any amendment and , an y time of 

mternational preliminary exammat.on has a ready been »J™2S„Jj B Sfnu. also file with the International 
filing, the amendments (and any statement) w, « h '^' n *'™ I \" n „ a J "fany statement) and. where required, a 
Prelfminary Exacting Authority a copy ^ ( SlS^ y ,« Ru.es 55.3(a) and 62.2, first 

STteS" i^eH— *~- form ( PCT, PEA/40,). 

m addition to. the translation of the claims as filed. 

Portrther detat* on the requirements of each designate, elected Office, see the PCT s Ouuie. 

Volume II. 
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